6. Stability in aqueous media S10
R-1: light purple crystals (48%). IR (KBr cm
. S-1: light purple crystals (41%). IR H 5.92, N 12.35, Found: C 56.33, H 5.79, N 12.26 .
General procedure for [Ni 4 L 2 6 ]Cl 8 cages (R-2 and S-2)
R-2 and S-2 were synthesised using the procedure described for R-1 and S-1, R-3 and S-3 were synthesised using the procedure described for R-2 and S-2, R-4 and S-4 were synthesised using the procedure described for R-2 and S-2, 
R-2: light purple crystals (51%
substituting (R)-1-(1-naphthyl)ethylamine or (S)-1-(1-naphthyl)ethylamine for (R) -1-(4- methoxyphenyl)ethylamine or (S)-1-(4-methoxyphenyl)ethylamine.substituting (R)-1-(2-naphthyl)ethylamine or (S)-1-(2-naphthyl)ethylamine for (R) -1-(4- methoxyphenyl)ethylamine or (S)-1-(4-methoxyphenyl)ethylamine.
R-4: colorless crystals (38%). IR (KBr cm

Circular dichroism spectra of tetrahedral cages
Measurements were collected using a 1 cm path-length quartz cuvette. The parameters used were; bandwidth 1 nm, response time 1 sec, wavelength scan range 200-450 nm. For each cage, three scans were accumulated and automatically averaged. 
Stability in aqueous media
Visible absorbance spectra for stability studies were recorded using a Shimadzu UV-2101 PC scanning spectrometer. Measurements were collected in a 1 cm path-length cuvette and the standard parameters used were bandwidth 1 nm, response time 1 sec, wavelength scan range 200-600 nm. Visible absorbance spectra for each sample were repeated at least three times. The intensity of the band (200-300 nm) of a 0.02 mM solution of each cage was measured over time in 0.2 M hydrochloric acid at 20 °C (every 2 h for 24 h), since peaks for decomposition products are unlikely to appear in this region. The half-lives (t ½ ) were calculated using the following equations: 
Where ε f and ε b correspond to the molar extinction coefficients of free and DNA-bound complex respectively, and ε a is the apparent molar extinction coefficient (absorbance at λ max of complex/concentration of complex). 
CD titrations
A circular dichroism titration series was conducted to investigate the effect of the cages on the structure of the G-quadruplex. CD studies were carried out using a MOS-450/AF-CD spectro polarimeter at room temperature. HTG22 was prepared in Na + buffer and heated at 95 °C for 5 min and left to cool at room temperature overnight to obtain the intramolecular quadruplex structure. The various concentration of each enantiomer was scanned as a control and subtracted from the spectra of cages/DNA mixture to eliminate its influence on DNA CD signal. For each sample 5 min was allowed for equilibration. Three scans were accumulated and automatically averaged.
This experiment was also repeated in K + buffer with similar results. 
Melting temperature measurements
The fluorescent-labeled oligonucleotide, F22T, was used as the FRET probes. 
Continuous variation analysis
Binding stoichiometries were obtained using the method of continuous variation 3 
Cytotoxicity assay
Three human cancer cell lines (HCT116, MCF-7 and HepG2) were cultured in the DMEM medium supplemented with 10% FBS, 100 μg/mL penicillin and 100 μg/mL streptomycin. All these cells were plated into 96-well plates (100 μL per well) at the density of 5-6 × 10 4 cells/mL, and incubated in a humidified atmosphere of 5% CO 2 and 95% air at 37 °C for 24 h, which allowed for the cell attachment. The stock solutions (10 mM) were prepared by dissolving the cages in DMSO. The final concentration of DMSO in each well was 5‰ and the culture medium with 5‰ DMSO was used as a control. Cages were dissolved to the indicated concentration and mixed with the culture medium, which were further incubated for 48 h and 96 h, respectively. In order to evaluate the morphological changes of these cancer cell lines, the cells were observed under the inverted light microscope and photographed by a Panasonic Lumix DMC-FH2.
At the end of incubation period, 20 μL 3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolium bromide (MTT) solution (5 mg/ml) was added to each well and then the plates were incubated for another 4 h. Subsequently, the supernatant was removed after centrifugation and 150 μL DMSO was added to each well for dissolving the formazan crystal. The absorbance was measured at the wavelength of 490 nm using a microplate reader (BioTek Instruments, Inc. Vermont, USA). The IC 50 values were determined and defined as the concentration of cages that is required for inhibiting cells by 50%. All experiments were performed at least three times, and the results were presented as mean ± SD. 
X-ray crystallography data
The crystal structures were determined on a Siemens (Bruker) SMART CCD diffractometer using monochromated Mo K radiation ( = 0.71073 Å) at 173(2) K.
Cell parameters were retrieved using SMART software and refined using SAINT 4 on all observed reflections. The highly redundant data sets were reduced using SAINT and corrected for Lorentz and polarization effects. Data was collected using a narrow-frame method with scan widths of 0.30° in  and an exposure time of 10 s/frame. Absorption corrections were applied using SADABS 5 supplied by Bruker. Structures were solved by direct methods using the program SHELXL-97 6 . All of the non-hydrogen atoms except the disordered solvent molecules and anions were refined with anisotropic thermal displacement coefficients. exposure times, the data collected are less than ideal quality. Nevertheless, the data for the cages are of more than sufficient quality to unambiguously establish the connectivity of the structures. Reflecting the instability of the crystals, there is a large area of smeared electron density present in the lattice. Despite many attempts to model this region of disorder as a combination of solvent molecules and partial anions no reasonable fit could be found and accordingly this region was treated with the SQUEEZE function of PLATON. Table S2 lists the crystallographic parameters concerning data collection and structure refinements for the cages, while selected bond distances and angles are given in Table S3 . 
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